Keratitis was noted in mice which were splenectomized and subsequently treated with immunosuppressive drugs. It was found that anaesthesia was the cause of the lesion and not the azathioprine or meticorten administration.
While conducting experiments in which mice were splenectomized and subsequently treated with immunosuppressive drugs, we noted the appearance of keratitis in some of the treated animals.
As immunosuppressive drugs enhance the appearance and the severity of ocular bacterial inflammations, experiments were made to determine the eventual influence of those drugs on the development of keratitis in the mouse.
MATERIALS AND METHODS
Female mice of the outbred Ness-Ziona strain, weighing 20 g, were used. They were fed pelleted mouse food ('Am bar' ; Gan Shmuel, Doar Na, Shomron, Israel) ad libitum. Each experimental group consisted of ] 5 animals kept in a metal cage throughout the experiment.
For spenectomy mice were anaesthetized with pentobarbital sodium (60 mgjkg) injected into the tail vein; anaesthesia usually lasted for 1-2 hours. An incision was made through the skin and abdominal muscles of the shaved left :flank, and the spleen removed by cauterization of the splenic vessels. The incision was closed with 9 mm clips.
As a sham operation, anaesthesia and incision were performed, but no splenectomy.
After 2 weeks of recovery, azathioprine (50-70 mg/kg), meticorten (0'5 mg/kg), or both, were administered to each animal daily by mouth, using a metal cannula (a blunted injection needle, 1.2 mm diameter, 18 gauge). The treatment lasted 21 days. In the control group saline was administered in the same way as the immunosuppressive drugs. The eyes of the mice were examined daily throughout the experiment.
RESULTS
In the 1st experiment (Table l) splenectomy was taken as the constant, azathioprine and meticorten as the variables.
Keratitis appeared in 20-30 % of splemectomized or sham operated mice. No lesions were observed in those mice which were treated with azathioprine or meticorten, whether administered together or separately.
It appeared evident that the common factor in those groups which developed keratitis was the operative procedure. 
+
In the 2nd experiment (Table 2) , the azathioprine and meticorten treatment was the constant, the various anaesthetic and operative procedures the variables. The keratitis was seen to be bilateral in some animals: where it was unilateral it was mostly in the right eye.
Macroscopically, the keratitis appeared as a whitish, slightly elevated lesion at the centre of the cornea, presenting an irregular surface.
Microscopically, the keratitis was seen as a mild, nonspecific, chronic inflammation associated with epithelial oedema (Fig. 1) , as a moderate, subacute inflammation with numerous leucocytes and lymphocytes, without necrosis (Fig. 2) , or as a severe acute inflammation with necrosis and abscess formation (Fig. 3) .
Mice were kept under observation for 2 months, during which no recovery or resolution was noted. 
DISCUSSION
Inflammation of the anterior segment of the eye is frequent in laboratory mice, the keratitis usually healing spontaneously and rapidly (Saunders, 1967) .
The keratitis observed in the 1st experiment was not, therefore, an important feature, but of interest in that it did not appear at all in those groups treated with azathioprine and meticorten alone. Cytostatic drugs and corticosteroids are known to lower resistance to infection (Fauve & Pierce-Chase, 1967; Ziff, Hurd, Lemmel & Jasin, 1970) and could have provoked or at least aggravated the infection.
The further experiment showed that where keratitis appeared anaesthesia was the common factor.
The mechanism by which anaesthesia caused the keratitis remains a matter of speculation.
During anaesthesia the eyes generally remain open, and it might be that the cornea is subjected to dehydration or minor trauma.
The fact that the right eye was more often involved can be explained by the mouse lying on its right side during the operation procedure.
